Materials
The 9-fluorenylmethoxycarbonyl (Fmoc)-protected amino acid derivatives, coupling reagents, and 4methylbenzhydrylamine (MBHA) resin hydrochloride (0.4 mmol/g) were obtained from Iris Biotech (Marktredwitz, Germany). Trifluoroacetic acid (TFA), N,N-dimethylformamide (DMF), N-methyl-2pyrrolidinone (NMP), Pd(PPh 3 ) 4 , sodium N,N-diethyldithiocarbamate, triisopropylsilane (TIS), tetrahydrofuran and CHCl 3 were from Sigma-Aldrich Corporation (Madrid, Spain). Piperidine, Nmethylmorpholine (NMM), and N,Ndiisopropylethylamine (DIEA) were purchased from Fluka (Buchs, Switzerland). Acetic acid (AcOH), diethyl ether and CH 2 Cl 2 were from Panreac (Castellar del Vallès, Spain). Solvents for reverse-phase high-performance liquid chromatography (RP-HPLC) were obtained from Scharlau (Sentmenat, Spain). H 2 O was de-ionized and filtered using a COT Millipore Q-gradient.
1.2.
Peptide synthesis Cyclic decapeptides were synthesized from a MBHA resin by carrying out solid-phase synthesis of linear sequences followed by on-resin cyclization. A three-dimensional orthogonal Fmoc/tButyl/Allyl strategy was used [1] . Side-chain protection for Lys and Trp was as tert-butyl carbamate (Boc) and as tert-butyl (tBu) for Tyr. Fmoc-Glu-OAl residue was used as trifunctional amino acid to allow peptide anchoring onto the resin, which resulted in a Gln after peptide cleavage from the support. The MBHA resin (0.4 mmol/g, 200-400 mesh) was swollen with CH 2 Cl 2 (1 × 20 min), DMF (1 × 20 min), piperidine/DMF (3:7, 1 × 5 min), DMF (6 × 1 min), and CH 2 Cl 2 (3 × 1 min). Then, the resin was treated with Fmoc-Rink linker (5 equiv), N-[(1H-benzotriazol-1-yl)(dimethylamino)methylene]-Nmethylmethanaminium hexafluorophosphate (HBTU) and DIEA (10 equiv) with overnight stirring. The Fmoc group was removed by treating the resin with a mixture of piperidine/DMF (3:7, 2 + 8 min). Couplings were conducted using the corresponding Fmoc-protected amino acid (4 equiv), which was dissolved in DMF and preactivated for 5 min with HBTU (3.8 equiv), 1-hydroxybenzotriazole (HOBt) (4 equiv) and DIEA (7.8 equiv). The mixture was added to the resin and shaken for 1 h at room temperature. The completion of the reactions was checked by the Kaiser test. Peptide elongation was performed by repeated cycles of Fmoc group removal and coupling. After each deprotection and coupling step, the resin was washed with DMF (5 × 1 min). Once the chain assembly was completed, the C-terminal allyl ester was cleaved by treatment with Pd(PPh 3 ) 4 (3 equiv.) in CHCl 3 /AcOH/NMM (92.5:5:2.5, 1 mL) with stirring under nitrogen for 3 h at room temperature, followed by washings with tetrahydrofuran (3 × 2 min), DMF (3 × 2 min), DIEA/CH 2 Cl 2 (1:19, 3 × 2 min), sodium N,Ndiethyldithiocarbamate (0.03 M in DMF, 3 × 15 min), DMF (10 × 1 min) and CH 2 Cl 2 (3 × 2 min). After final Fmoc removal, the resin was divided: One portion of the resin was used to obtain the linear peptides. The rest of the resin was subjected to cyclization by treatment with benzotriazol-1-yl-Noxytris(pyrrolidino)phosphonium hexafluorophosphate (PyBOP) (5 equiv), HOBt (5 equiv), and DIEA (10 equiv) in NMP at 25 ºC for 24 h. After this time, the resin was washed with NMP (6 × 1 min), CH 2 Cl 2 (3 × 1 min), and diethyl ether (3 × 1 min), and air-dried. Cleavage of the corresponding linear and cyclic peptides was performed by treatment with TFA/H 2 O/TIS (95:2.5:2.5) for 2 h at room temperature, and the cleavage cocktail was evaporated to dryness under a stream of nitrogen. Following diethyl ether extraction, peptides were dissolved in H 2 O, lyophilized and analyzed by analytical HPLC performed at 1.0 ml/min using a Kromasil (4.6 × 40 mm; 3.5 µm particle size) C m particle size) C 18 reverse-phase column. Linear gradients of 0.1% aqueous TFA and 0.1% TFA in CH 3 CN were run from 0.98:0.02 to 0:1 over 7 min with UV detection at 220 nm. All peptides synthesized showed ~90% HPLC purity. Electrospray ionization mass spectrometry (ESI-MS) was used to confirm peptide identity. 4 mM (B and C) . The spectra of BPC418 suffered from high scattering due to fusing vesicles and were acquired at lower lipid concentrations. The CD spectra of small cyclic peptides are difficult to deconvolute because of the contributions of different turns and aromatic residues, and the lack of experimental structural data such as X-ray and NMR. On the basis of our MD simulations and the fact that the recorded spectra are reminiscent of β -sheet and β -turn, we conclude that the peptides upon interaction with DOPG vesicles undergo folding. Table S1 . Summary of details of all the simulations performed on the cyclic (BPC194) and linear (BPC193) peptides together with secondary structure content during the simulation. The averages and standard errors are reported, standard errors are calculated from the standard deviation between all peptides in all simulations. 
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